The 2014 Nucleic Acids Research Database Issue includes descriptions of 58 new molecular biology databases
NEW AND UPDATED DATABASES
The 21st annual Nucleic Acids Research Database Issue is the largest ever. It includes 185 articles that provide (i) descriptions of the database resources at the NCBI, European Bioinformatics Institute (EBI) and the US Department of Energy Joint Genome Institute (JGI); (ii) 58 new molecular biology databases (Table 1) ; (iii) updates on 100 databases previously featured in NAR; and (iv) updated descriptions of 23 databases that had been previously described in other journals (Table 2 ). For the past several years, the order of articles in the Database Issue reflected the categorization of the databases in the NAR online Molecular Biology Database Collection (http://www.oxfordjournals.org/nar/database/c/). Acting on the advice of many readers, we have now made the categories visible and divided the entire Database Issue into the following eight sections: (i) nucleic acid sequence and structure, transcriptional regulation; (ii) protein sequence and structure, motifs and domains, protein-protein interactions; (iii) metabolic and signalling pathways, enzymes, protein modification; (iv) viruses, bacteria, protozoa and fungi; (v) human genome, model organisms, comparative genomics; (vi) genomic variation, diseases and drugs; (vii) plant databases; and (viii) other molecular biology databases. Although each of these sections unifies several of the categories and/or subcategories of the NAR online Database Collection, we believe that they provide an easy-to-use guide to navigate this huge volume and help placing related databases next to each other.
The first section, in addition to the annual descriptions of GenBank, the European Nucleotide Archive and the DNA Data Bank of Japan, includes update papers on (8, 9) .
As in previous years, this Database Issue features an impressive selection of structural databases. Two of them deal with nucleic acid structure: an update on the well-known Nucleic Acids Database (NDB) and RNA Bricks, a new database of RNA 3D motifs and their contacts (10, 11) . The block of protein structure databases includes, among others, updates on Protein Data Bank in Europe (PDBe), PDBsum, ArchDB, Gene3D, ModBase, SCOP and the recently revived iPfam database. Diverse improvements at PDBe include comprehensive visualization and analysis of the rapidly growing collection of electron microscopy-derived structures, whereas PDBsum now offers facilities to browse domain architectures and new connections to ligand and SNP data (12) . For the past 18 years, the NCBI's Molecular Modeling Database (MMDB) displayed the lists of structural neighbours of a given protein, calculated using the Vector Alignment Search Tool (VAST) (13) . The MMDB update paper describes VAST+, a recent extension of that tool, which allows calculation of structural similarity at the level of 'biological assemblies' (hetero-or homooligomeric protein complexes). Accordingly, for macromolecular complexes, MMDB now displays precalculated lists of similar protein complexes ranked by the extent of similarity (14) . Several databases, including iPfam, 3did and UniHI, reflect current interest in the structural basis of protein interaction networks and take on the challenge of presenting complex protein-protein and protein-ligand interaction data in clear and useful ways (15) (16) (17) . The aptly named Negatome database (18) provides a useful (19, 20) . The section on enzymes and metabolism includes updates on three metabolic pathway databases, MetaCyc, Reactome and the Small Molecule Pathway Database (21) (22) (23) . This issue also features updates of two excellent databases of the active sites in various enzyme superfamilies, the Catalytic Site Atlas and the Structure-Function Linkage Database (SFLD) (24, 25) . There are also updates of the Carbohydrate-Active enzymes database (CAZy) and the protease database MEROPS, as well as new databases: EKPD, a database of eukaryotic protein kinases and protein phosphatases, and MultiTaskDB, a database of 'moonlighting' enzymes (26) (27) (28) (29) .
The increased interest in microbial genomics, fuelled in part by the Human Microbiome Project, led to several important developments in database construction. Many databases now emphasize improved genome annotation for a variety of microbes, including human pathogens (IMG, PATRIC, SEED), and for selected free-living microorganisms (CyanoBase, PortEco, Rhizobase, SubtiWiki). A number of databases, such as JGI'S IMG/M (30) and the newly created EBI metagenomics resource (31), strive to capture microbial diversity in natural environments. The rapid growth of completely or partially sequenced microbial genomes makes particularly important their proper classification, which increasingly relies on such resources as the Ribosomal Database Project (RDP), the SILVA/LTP project, BacDive at the DSMZ-German Collection of Microorganisms and Cell Cultures and the List of Prokaryotic Names with Standing in Nomenclature (LPSN) (32) (33) (34) (35) . The new MetaRef database collects from reference microbial genomes clade-specific genes that could be useful for taxonomic assignments of metagenomic reads (36) .
One of the major highlights of this issue is the block of articles on the improved annotation of human genome and detailed analysis of genome variation and its potential clinical significance. These articles include, among others, updates on the Consensus CDS project, a collaborative effort to identify a core set of human protein-coding regions, and on the dbGaP, a database of genotyping results and related clinically relevant phenotypes (37, 38) . dbGaP contains openly available study data but requires pre-authorization for access to personal health information, such as individual-level data including phenotypic data tables and genotypes (see http://www.ncbi.nlm.nih. gov/gap for details). This issue also includes descriptions of several related databases: Locus Reference Genomic, a set of reference sequences for reporting of clinically relevant sequence variants; the NCBI's ClinVar, a database documenting these clinically relevant sequence variants; the NHGRI GWAS Catalog, a curated resource of SNP-trait associations; Sanger Institute's DECIPHER, a database of pathogenic single nucleotide variants, indels and copy-number variants; and the Database of Genomic Variants (DGV) at the Toronto's Centre for Applied Genomics (39) (40) (41) (42) (43) . There are also several more specialized databases (canSAR, DriverDB, FINDBase, HbVar, Lynx, NECTAR, Progenetix) that cover genetic defects leading to various human diseases, including cancer. In addition, three separate databases, Selectome, dbPSHP and 1000 Genomes Selection Browser, report the sites of likely positive selection in human genomes.
Model 
NAR ONLINE MOLECULAR BIOLOGY DATABASE COLLECTION
The NAR online Molecular Biology Database Collection (freely available at http://www.oxfordjournals.org/nar/ database/a/) has been updated by including the databases introduced in the 2014 NAR Database Issue. This list has been expanded by including such databases as CREDO, DoSA, DBATE, RedoxDB and TMBB-DB, whose descriptions had been published in our sister journals Bioinformatics and Database (Oxford) and are freely available online, as well as selected databases published elsewhere. The entire collection has been carefully curated by checking all non-responsive database websites; coordinators of such databases have been asked to confirm their commitment to maintaining their resources. Based on the received responses (or a lack thereof), URLs of 193 databases have been corrected and 24 obsolete databases have been removed from the list. As a result of these changes, the online collection now includes 1552 databases that are sorted into 14 categories and 41 subcategories.
Suggestions for inclusion in the collection of additional databases are welcome. They should include extended databases summaries in plain text, generally formatted according to the http://www.oxfordjournals. org/nar/database/summary/1 template, including references to the published database descriptions freely available online, and should be addressed to XMFS at xose.m.fernandez@gmail.com. 
